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(1) 



^ (57) Abstract: o-Anisamide derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, in particular 
human PPAR agonists, and arc eflficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
O diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
eral formula (I), pharmaceutically acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyl, 
^ CH 2 CHXCOY (wherein X represents mercapto or S(0)oMe wherein n is 0, I or 2; and Y represents amino or hydroxy). 
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(57) 58): 

»ft*mit*1bS*fr**S' > J-b*mXf&&to&&it (PPAR) » 

-«a ( i ) 




(D 



[5£cK Rli*;u^^^>S> * ;u ch 2 chxcoy(c: 

ZXX\±* HSXJi S(0)nMe (n=0,l X l£ 2) £ > YliT^S 

t5o 
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&M ^ffl ^ 

*^0^iis mft&nfatib %^)\s**i<")- i±mMmft&fc&m 

<fc (PPAR) Ifilth ??kVL{tW}Mt It Z tlZom-Zt S^SHto^-^ 

£ t z mmFamm,® £ m t % o 
^>\s**i/^-i>mmmfemh%®fc (ppar) li^n^ K£g 

it 6 )§L 7 M)#t h £te ttoH^^ifttHiT-liJ^^tiT^SCProc. 
tfa*7. >4carf. 5c/., 1992, 89, 4653) 0 3 © f*) PPAR a {i jj! fifr St ® P 

ft (Endocrinology, 1995, 137, 354) , mmmoKm^m 

fllW^f^^^H^-r ?>T^ "J (AK AIK CI II) jlfc^© 

^3E|^E^^(l$tJ|fP btl^o PPARr&fllJMflStCii&gibT 
^xmffiMMVftittM-S- It U. Ziipif/. tfes., 1996, _37, 
907) I? PPAR ©§7^7 7 7 - A (i (DB^s'pHKU £ * ^ T ^ g 
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MtC> PPARa©^ vZTt? hT«>^l41inlfrtfls^W(*»ttlSJWJfllffi 
S6J!§MB§©itaD£±h ufcHEiKK&s ft 

T£!9 («/. £i*oi. CAein., 1998, 273, 29577) , PPARa©rgt$fb 

ty^9>SI>*o^^'J^v>lt £gfc*IIlfl&l*l1f ft* W** K 
# PPARy T* & tK PPARr ©£^i£ft4b£^*2i*£ £ b 
T£D (Endocrinology., 1996, 137,4189, C<?77. , 1995, 83. 803 & XJf 
813) PPARr ©iSttfcfclfiLlHSTflsffl ^©HiltfBK 7j<m$tl"C^ 

ZO&oU PPAR ^ -3 te^H^OllltB fcth PPAR $ 

fStt^b-r s^fb^^ttx (3 i/^fD-;w«fiii)i6) & 

PPAR a © U *"> K ^ UT PPAR a izft ? Z> * * "f S ft£ ft £ 

(8-HETE) 8-k Fd^J/j^ 3if^>^ j>8 (8-HEPE) 
££*1T^& (Proc. to£7. dead. Sci., 1997,94, 312) 0 

W0-97/25042 fSt>* W0-97/36579 #$8£- $ fit ^ § #^ Mtlfc 
*««§<b£*li: t Z> t £<blZ, ft Mftm®}m<b8: It 

ft PS IB 60-51189 &I9BB 61-267580 ^&Tjtft§H¥ 1-131169^3? 
-lOfjyj i/*>-2,4-v#>l^tt#$cq£>ftTV>So U^UI"! 
n & #36 WAS £to £ ttjgii £ H tc 1" 5 © T* & 5 • 
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£1^ ( 1 ) T-^^ilS 0-7-X7 K Ymmfotf&tltz 

h b PPARftifr^ffl££ t^HttS^B^^ma: bt^fflt^SCi:^ 



R *;^"^>'/f;H^ ch 2 chxcoy ( z z 

T'XI^;^7hlXli S(0)nMe (n=0,l Yli7;;l 

* © n m ± m n £ n 6 & # ic ^ © * *n t- * 5 0 

£tz, *ftWlZ&tf S-«5S; (1) ©*R# CH 2 CHXC0Y T-ifcSrt; 




(1) 
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5 



0 
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BP*>. (l-a) -cmZtiZfc&tiHt. lii:ilf:ilt^ 

li ^ v * p 's * ^> ;u * ;i/ * y ^ ^ k , i-[3-( v * * )v t \ J ) r p e 
;i/]-3-xf-;i/*;i/7l?s?>f ^ FiiS^>7; >J >|^ifii/^7 x 

^ > y h 'J7V-;KH-t h'D^i/X^^>>^ ^ K 3,4-^ b K P 
-3-t h* P 3^>-4-:t*7 -1,2,3-^ > 7 hU7^>f^^lff.ni.o 

ft* h 'J *?km<DT)\,i3 U&JBzKKftlfcK £8 
ij^A|C7;^^I^II, X&fJv>, MJ^f-^T* 

**5/;i/£©£jfc£8l?#i: Itlt i^ft^K smft^K &ifc7k 

-2o°c~ioo°c, » $ b < a o °c~mux-mmt & z. ^t-iSo 
-«S^;(i-b)T'^^n2>{b^^iii>iiS©K'fbm*ffl^feK'fb^> 

;u ^ ;i/*©»£tt, aIfi*©&ftSiJ0!l;ttfKft* p a, jEv>#>g 
ft U ^ A,iHbtg^$Hbtl£/S^TT- £ ZtiKZ Q Alif O Jones 
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acute isBfttf*?* t^o sn&sstt. fcftT^mu&m * b^„ 

b< tt»»flszk*** 

ffi^*;w^>r ;M?-;u&£&&&;!kK'fb-*- h 'J £ A £ fc&Tk^b 

-)IS:5£(l-d)©*X 2 #y 3-)]/?*m'C$>2>fc&y!lRV<(l-e)X'm 

#ST(CSE-329kPa T*il7t;7 ^ J #(l-c)h Ltz'&* J > 
7 'J 1/ 4 i/ 3 XMeerwein Arylation)£]fo ^frV^ H£ NaSMe £f£ 

|JM ( >3 XMeerwein Arylation)£j& li > 3l7GbTf#£>3xfc75. 

mm. <D»v>r>ib*.m&&T. mmrni-h 

U t? k$f(Dm.ffiMMlZ X *) ^7^bf;l, 7^'J;i/7U'Xli7 

SCfcCiOfraifctfttS. ^l/f-tffctt. NaSMe 

T> 0iJx.(±*y * y -;i/> x# 

ffcT-fcSd-em, *iHb 'Jf H> 7kK<b* b 'J £ A, 7j<lHb:fc U 

* A$©jg3£xi±jfi&, ii^©i©?iffiT, g&^aaa&jgMos 
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(1-c) * -Y > 7" U 1/ -i ^ a >(Meerwein Arylation)ix jfo £ 

— JftSO-f) © + X 3 *M f-;i/*;i/:7 -r * ;i/ * ;i/ * = ;u 

r* & s t>* ( i-g)r- m £ ft -s <b£tiii > ^ ft * ftta % -r s 

J; O^lt h#T-£So X, *;i/*>#(n=2)ti> $$J©iiSHb 

z t *>t- § stf,*;^ -f -;H*(n=i)£»fc^ 

7K5£'fb U ^ A N *»<b* h'J^A, 2fcK<fc* U ^AlOMXtt 

l©i©#4T. *tfT~£&©&g?£ttT*i)n*#j3?-rs;: fcK«fc 

M(:^^7 -f -;i/#:(l-f,n=i)(cEf>ftSiz:fr^«^lis^^^>fb^ 
00* fix- t**(Davis)I£^ ( J.Am.Chem. Soc, 1992, 114, 1428) > 
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(nmm i ) 

4-p< h * «>-3-[N-(4- h U 7 D ^ > is )\s )ji )\/ ^ 4 )l ] 




5-*;U^ ;i/-2-^ h^y^Ifi l.OOg, Mib*?-)s> 50ml OS 
»*t^ h »; xf;i/7 ^ > l.OOmk 7 □ d^^ji^-;i/ 0.60ml %m 

^ > 1.17g 0&4b* ^ 1/ > 10ml ?g^^iDx.sM^^iST- 3 

^^*t>:lf|xf^=l : 1) ~zmW.'&, ^xfil/x-fih 
^ixf;i/-A >OfI^M^T'W^^ lifi^itlt 1.46g 

o5-tf ;u ^ ;u-2-^ h ^r>'-N-(4- h 'J 7;i/# □ ^ ^;i/^> ^;i/)^.> 

X7> h* 5: f# o 
®& 116~117°C 
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TtmftVrm (%) C 17 H H F 3 N0 3 

(%) C, 60.54; H, 4.18; N, 4.15 
(%) C, 60.80; H, 4.09; N, 4.28 
2Kft^5-*;i/ ^ ;i/-2-^ h**>-N-(4-b 'J7;^D^iK>y 

)\y)^>XTl h* 500mg C7-i! h> 20mk V 3 - > X( Jones 
0.5ml &Jn;U 2 5#BB8m N H t * a - > X ( Jones)i£ 3£ 0.2ml * 
in*. 3 5 #F^lt# bfeo KJfcttfc* 100ml £ ira * « to * f- U > ('J> 
l©7t h>JDxfc) 100mlx2ffimLfco ^^M^fS^O^^Tk 50ml 

pt*y-;i/ = 100: 1> ^^{C^^y-;i/iifi) T**ii^ 
-T-b h >T*^iS^ UlWt^Sfilgi^ bT 270mg ftfco 
1ft j£ 235. 5-236. 5*C, H*##fft m/z 353 (M + ) 
n,mfrtirm (%) C t7 H 14 F 3 N0 4 
ff-gfg (%) C, 57.79; H, 3.99; N, 3.96 

mmm (%) c, 57.99; h, 3.95; n, 4.01 
(mmm 2 ) 

4-^ h **>-3-[N-(4- h »J 7;WD^M>j;;i/)]A;i//tt>f ;U7 x 




&*n© 5-i/7^f;i/-2-^ h JSSK 2.55g tc ^ ^ 

il/A7; K 50mK 4- F 'J 7 n * > * > 2.57g, > 
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T J U >|^if;P 2.66g^ h'Jif^7;> 2.00ml ^iDX^K^T 

;i/X-x;i/"e*SHfl^ ^llfi^iHt 4.44g © 5-^7^ 
f-;i/-2-^ h * S/-N-(4- h 'J 7 D ^fJK>i;^H>X7 s h* 

124-125°C 

(%) C 18 H 15 F 3 N 2 0 2 
ff-fHil (%) C, 62.07; H, 4.34; N, 8.04 
ftifflffi (%) C, 62.03; H, 4.27; N, 7.99 

5-i/T S * 3-)l-2-t h * *>-N-(4- h 'J 7 n p< > 
^>X7; K 484mg J -;u lOmK 30%jf Kfb7k^7j< 0.6mk0.1 

nol/1 YVt> U 5ml 5 0°CT- 1 B#|fflift#&, 

30%ji^<bzK^7k 0.6mK 0.1 mol/1 Tk&fti^ h U •> A 5ml ^jJPx. 5 
o°Cf 3 OftmmnLtzo £j6«t£*cas^ #&x^;i/-c«iti^ 

^7 7>f-(i/ | J *y;KJgfc* 1/ > : p< ^ y — 71/ = 100: 1 —50: 1) 

MJ7Jl/tD^f;K>^Jl/)^>X7; K 318mg * If fc 0 
192~193°C 

Ttmftffim (%) c 18 h 17 f 3 n 2 o 3 

tHItt (%) C, 59.02; H, 4.68; N, 7.65 
mmm (%) C, 58.87; H, 4.56; N, 7.63 

5-*;i/7\*^E -Y ^-;U-2-p< h **>-N-(4- h ij7J^D/fJK> 
i^;i/h>X7; K 700mg Ci^;-^ 21mK 1 mol/1 *K<b^ h U 
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t> A*8» 7ml ^JDX. 1 8R#lffl;traa&jS3Kbfco Kffitt % 7k C £ gf > 
f^^x^^T-^rtx MtC7kJg£ 2 mol/1 mm-? pH 1-2 (CBRH Ltz 

UflEftzkfiKK:*- h U "> AT'3£*£Lfco ^i^^ESSl, ff^ftfc 

S$S5?if;i/x-r^T!S!ax ^I^Mlfc, f# £ *l £ *S fi £ 

Jgft;^ f" U >T*?I*£II U *&6*£Hh UT i W&l 435mg fcftfco 

M£ 167~168°C 

7C*#*r* (%) C 18 H 16 F 3 N0 4 

fh»*t (%) C, 58.86; H, 4.39; N, 3.81 

nmiM (%) C, 58.72; H, 4.34; N, 3.86 

(mmm 3 ) 

5-[2-*;i//^^ ;i/-2-(^ ^;u^^)x^;u]-2-^ h * *>-N-(4- h U 




2-t h * J/ -5-- h nggJSSK 17. 2g ©i&{bp< f - 1/ > 35ml 
c ;* * if ; ;p * o «j k 35ml r t>* v * * ;u A T 5. K 1 A & SD X. > 

T K h* 150mK h U S > 15mh 4- h 'J 7 )l*u *^)l^> 

V)\sT I > 16. 9g £#D;i> ^^T* 2 ^P^}t^ bfeo £ Jfo & zk £ £ 
ffixfJK'ffllliJbf: 150mlx3o fiWAttzklfil 

ZtltzBZ Z^*V> : Kixfjl/= 3 : 1 T-^aUbft, 
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ttbfc. ttft&f$fl£ UT 2-* h **>-5-- h o-N-(4- h U 7 71/* 
D^fJK>^;H^>X7; K 26. 6g £f#7c 0 

108~109°C 
7t;!i##rtffi (%) C 16 H 13 F 3 N 2 0 4 
ff-^fii (%) C, 54.24; H, 3.70; N, 7.91 

nmm (%) c, 54.27; h, 3.73; n, 7.98 

>#HMTs2-^ hdr^-5-n h P-N-(4-h *)7fr*U*? 
M>i^;i/H>X7; K 26. 6g £#Kx?-;u 270mk 10%^^^^ 
A$H 2.6g *mz.tz'&s 7kmi3zm® U 7km^^#HMT^S(C 

5-T ^ y-2-p< h*^>-N-(4-h D 7Jl/t D ^fJK>^il/)^>X7 
S K 24. 5g £f#fco 
tt£ 115~117°C 
5t^^«f (%) C 16 H 15 F 3 N 2 0 2 
ff-Hifi (%) C, 59.26; H, 4.66; N, 8.64 
(%) C, 58.96; H, 4.57; N, 8.68 
5-7 5. 7-2-* h *^>-N-(4- h 'J 7 Jl/t D ^fiK>^^)^>X 
T ^ K 2.26g CDT-fe h > 27ml StM * y - )l 1 lml £ IkftT, 
47%0kit7kmm®& 5.6mK #58$^ h U £ A 540mg, 7k 2ml 
1 OtfF^if # bfco £J&$£7* ij ;i/7 ^ K 3.00g ^Px. 3 0°CI 
T^D^U*:^ 135mg Z'P L?-o1mz.s M£3 0°CT*2 

B#fMi&&# U£o &&£$JE®*U ^^(C 25%7>^77k£ 

£^*-i7- > : H^x^;i/= 1 : 1 T* & H ft & > ^H^SX Ufco M 
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(4-h'J7;i/tD^f;K>^;H^>X7^ K i.55g %ntzo 

192~193°C 
TC^^Ifflfi (%) C 19 H 18 BrF 3 N 2 03 
ff-^il (%) C, 49.69; H, 3.95; N, 6.10 
mwm (%) C, 49.65; H, 3.82; N, 6.11 

5-(2-ro^-2-*;uA*^e-r ;i/x^^)-2-^ h^>-N-(4-h 

^- D ^ f iK>^jl/)^>X7 5. K l.OOg 13^^ y — )l 60mK NaSMe 
200mg £jJDx. 3B#^iD^Sa^s -S^Slf Ifco * l> 

^;U= 1 :6) -zmmL, fctSfcHfc LTgfttJ 865mg £&fc„ 

gh;S 152.5~153.5°C 

7cJR^«ftt (%) C 2 oH 21 F 3 N 2 0 3 S 

fHlfil (%) C, 56.33; H, 4.96; N, 6.57 

H$J1I (%) C, 56.42; H, 4.97; N, 6.55 

(mmm 4 ) 

N-(4- h l J7j^D^f;K>^jl/)A>X7^ K 



0 0 




5-[2-7b ;um^e ;i/-2-(^ f ;i/]-2-^ h *^-N-(4- h 
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mCPBA 368mg $ # ftTJJD X 3 B#^Jf# U o RJfc* £fi§*nfiW7k> 

;W «fb**-U> : p< * y -;i/ = 50:l~20:l) T-*»SiU **fi*£ii 

h bT @6» 486mg fcfofc 0 

tt£ 170~171°C 

^mftttfe (%) C 20 H 21 F 3 N 2 0 4 S 

WrWW. (%) C, 54.29; H, 4.78; N, 6.33 

nmm (%) c, 54. ii; h, 4.72; n, 6.40 
(mmm 5 ) 

5-[2-*;i/^* ; 6'f ;u-2-( 5 : -;bx;i/^-;i/)x5 L ;i/]-2-^ h *i/-N-(4- 




5-[2-*;i//i-t-f ;u-2-(^ ^;i/7;i/7-<-;i/)if ;i/]-2-^ h 

-N-(4- h U 7i^D^M>yil/)^>X7 ^ K 274mg (C Jfl^fb ^ 
b> lOOmK mCPBA155mg fcflnx. 3B#ffflit#Ufco E *S fl* £ fig ft S « 

mt>titzm,$ At a-? b 7 j - (S/'ja^K Jgfb^f- 

b > : p< ^ y - = 50: 1-20:1) tifiU IT gfttf 

201mg gft tzo 
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SL6 219~220°C 

Ttmftmm (%) c 2 oH 21 f 3 n 2 o s s 

ft ft ft (%) C, 52.40; H, 4.62; N, 6.11 
HSflfS (%) C, 52.24; H, 4.52; N, 6.09 

(SlKfll 6 ) 

5-(2-*;i/A*t^f ;i/-2-^ r h xf-;i/)-2-* h **>-N-(4- h u 7 



5-(2-7 D€-2-A;i/;tt ;i/X^;i/)-2-p< h **>-N-(4- h V 7 ;u 
^D^/K>yjl/K>X7^ K l.OOg (3T;i/=f >^H^Tx^ h 
7hFD77> 80mK ?-*mmt> U 7 A 368mg £flO;L 6 B#&ggiS}t 

£ IT 5-{2-T*3-)]/3-*-2-i] frrt* 4 )V) -2-* 

h *^-N-(4- h i J7;1/^D^7";K>^^H>X7^ K 904mg£t# 

m& 159~161°C 

^mftttm (%) c 21 h 21 f 3 n 2 o 4 s 

ft JUS (%) C, 55.50; H, 4.66; N, 6.16 
HifJil (%) C, 55.32; H, 4.58; N, 6.18 

5-(2-7 1 f t t 'f /l/x f ;i/ )-2-^ h * v-N-(4- h 
l j7jl/tD^fjK>y^)^>X7; K 300mg(C7 , ;i/ J" >#1IT> 
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mft7>*-7 *9 J -)l 30ml £JQ*. 3 EfflgSHtft L 

*£Hh bT 195mg ©B#JtJ£f#fco 
gj>£ 159~161°C 
Ttmfrtiffe (%) C 19 H 19 F 3 N 2 0 3 S 
H-giS (%) C, 55.33; H, 4.64; N, 6.79 
(%) C, 55.08; H, 4.63; N, 6.82 

(mmmi ) 

3-[4-* h **>-3-[N-(4- h >j7^*D^f MV^^JJA^^'f 




5-7 $ J h * *>-N-(4- h 'j7;^D^f JK>^;i/)^>X 

7 ^ F 17. 3g 07t h > 170ml / * 7 85ml }g £ * -JI ft 
£p-p N 47%JMb2fc$it&tt 43mK h U t> h 4. 15g <Dfr®m 

17ml £flQ;L 1 0#|ffl«# [yfzo ZLfomZTt 'J 26ml % 

JDX. 3 0°CST?2)P^Ufc«s iHbfl-Sfl 1.04g *>P blTo^x., H 
£ 40~50°CT? lttmftlJKtlJtttUfe. iH^lffSSb^ 25% 

bfco &*§fi*Silfc bT 2-7Pt-3-[4-^ h ^>-3-[N-(4-h <J 7 
;i/ * o ^ ;i/ * > i? )U ) ] t> * << )\/ ? x - >]/ ] 7 d tr * y B. * 9 
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^.7,7- ))/ 10. 3g Zfttzo 

m& iio-in°c 

Ttmfttir®. (%) C 20 H 19 F 3 N0 4 

tf-JUfi (%) C, 50.65; H, 4.04; N, 2.95 

nmm (%) c, 50.74; h, 3.86; n, 3.05 

2- ^D^E-3-[4-^ h+y-3-[N-(4-h 'J 7 )]/* D * ? )V<> i? 
jjJVA^J )]/7 x-;i/]7*D VXymM-frJ^XTfr 2.00g CI&ZK 

100ml, NaSMe 380mg £ JD & 6 B# fffl in 3fc il 8t L o 

^*tf> : Siifil/ = 1:1) t?*»aH Us IT 3-[4-^ h 

3^>-3-[N-(4- MJ7;^o^ ^;u^> v;b)]^;i/7N*^^ ;i^7i- 

)\/]-z- {ti-fr**) ru ? 7-)]/ i.23g *^fc 0 

127~128°C 
7tiH##fflI (%) C 21 H 22 F 3 N0 4 S 
IMftt (%) C, 57.13; H, 5.02; N, 3.17 
(%) C, 57.01; H, 4.91; N, 3.19 

3- [4-* h ^S/-3-[N-(4- h U 7 )\/*u* is 

<i )V7 ^-;i/]-2-(^ f^f-*)7DK*>t^ 300mg 
K ^ * J -)V 7m K TkSHb 'J f "7 A 33mg ©zfciSflfc 3ml ^JlQx. 1 B# 

g££2k&iD;U yif;n-rM-P Ufeo 2kJB£ 2 mol/1 48 
t? pH1~2 £3B*L yjf jn-f;i/tittlb&, £$&jf fczkft t 

JRTfcfiHK^ h'j7Atgj|bf;o &&£$*E@3cU f# ft 
fc^S*^^r"9->-7-b h >T-H&il U&fe^H i: bt @6» 239mg 

fcf&fco 
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®& 170-171°C 

Ttmfrtiim (%) C 2 oH 20 F 3 N0 4 S 

tt-^fii (%) C, 56.20; H, 4.72; N, 3.28 

nW\fe (%) C, 56.14; H, 4.56; N, 3.20 

(mmm s ) 

3-[4-p< h * i>-3-[N-(4- h 'J 7 d > ;u^^e -f 



0 0 




3-[4-p< h *^-3-[N-(4-h U 7;i/^ D^f ;K>i/;i/)]A;WH 
<4 )17 iL-)i]-2-(*3-)l?-*)7n V*>m l.OOgHT-fe h > 20mK 
^>^;^D 5; K 600mg£tf#K* 'J -7 A 490mg £flD;L 1 B#P^JO#a 

iK ^*^>:^x^;Ux-^;i/=5 : 1) -cuss* u ^^rit>- 
i/xf jl/x-r^K-Silb UfcgL &fe&H 3-[4- 

p< h 4r^-3-[N-(4- h U 7i^D^fib^>^il/)]jjjl//^^^i 

-;i/]-2- ( * ;i/ f- # ) 7d e#>8^>^;i/:E.;*x;u i.i3g £f# 

tt£ 77~79°C 

TC^^^ii (%) C 27 H 26 F 3 N0 4 S 
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(%) C, 62.66; H, 5.06; N, 2.71 

mmm (%) c, 62.72; h, 5.06; n, 2.76 

3-[4-^ h ^ri/-3-[N-(4- h 'J 7 O * > V )]/ 

(Digit * * V y 20ml mCPBA 429mg £flDX. 3 0 #fSif 

^?^77^-(^'J a^Wfcfb-^U *y -;U= 100:1) 
•C*I»U tit 3-[4-^ h^i/-3-[N-(4-hU7;i/t 

o^f ;^>^;i/)]^;i/nt^;i/7i-;i/]-2- (^f ;^;i^7 >r =. 
;i/)7"ot:^->^^>^;i/^x^;i/©^T^7 1 i/^v'-rl^ti9i5mg 

(*7A: Inertsil 0DS-2, AiSjg : 25°C N £Mrfg : T-fe h- 
h 'J ;i/ : U >tt(l-*1000)=l:l, 7.5ml/min, $J£$H : 240nm) 

$^7A^D?h^77^-(>>'J^y;KJIft^f l^>:^7- 
;i/ = 100:l) T-*iUU t ltlH4frO^>^Jl/x7> 

383mg SVfifiUSi*:©^ > ^;H7f;i/ft 514mg £f#fc 0 
i^}&t£&CD^ > i? )V x. Z 7- )l W : 400MHz , H-NMR(CDCl 3 )tf :2.55(1 
H,s,SOMe), 3.32(2H,d,J=8Hz,CH 2 CHS),3.79(lH,t,J=8Hz,CH 2 CHS),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5.15(lH,d,J = 12Hz,OCH 2 Ar),5.2 
2(lH,d,J=12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26 - 7.34(6H,m,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

nfrmmm&ftVr C 27 H 27 F 3 N05S(M+1 ) : tf-^^B : 534. 1562,^11^^:534. 
1592 
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<£Mi4#:©^>^;U3i^x;i/^:400MHz 1 H-NMR(CDCl 3 )(y :2.60(lH,s, 

SOMe),3.26(lH,dd,J=10.4,14Hz > CH 1 CHS),3.35(2H,dd,J=4.4,14Hz,CH I C 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH 2 CES),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH 2 N),5.13(2H,s,OCH 2 Ar),6.86(lH,d,J=«.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

Mfrffimnmfrtir C 27 H 27 F 3 N0 5 S(M+l):ff-|Hii: 534. 1562, ii^iii : 534. 
1562 

ft®. LZm^tltz 3-[4-p< h **>-3-[N-(4- h 'J 7;i/^D^^-;i/^ 

> i?ji/)]i;i/;^'f ;U7 x~;i/]-2- (^f ;M;i/7-f 7*Ptf 
# >^ > S^x* (IItft0^>yJl/x^r;i/ft) 370mg 
iZTjmyfiznm^T. ; -)\, 20ml 7.5%^ =y V t> 
ffKBStft »ffl&)100mg $:SD^^ 7km#* b ^7kiH#;* 
^i^T2^PH#lf;„ M(3 7.5X^5 2;^ A £ fit ( ft IT ffl 
&)100mg £#DX. 2B#fg, 7.5P^y«i7 Aj^li (fiftftifffl t$ )100mg £ 

mz^misTVkg, mm%ME.mmLtzo mztitzmz**? a* 

D7h^77^-(5/iJ *y;K8Hb*?-l' > :#ftxf- ;i/ = 50:l ~ 
ffift* U > : ^ * y : ft = 50:1:1) X-mWibtzWi. ^xf- 
;i/x-^;U-T-tr h >X-n^m *&&*SH hit 3-[4-^ 

-3-[N-(4- h^ji/to^fMvy;!/)]*;^^^^?!-;!/]^- 

^j^Jl/7^^7Dtt>| (^Mtttt) 176mg£f#fco 
SJLS 135~137°C 

i^il^ft:* D?K77^ : 99%de ($J££# ; * 7 A 

Inertsil ODS-3, <t> 4. 6x250mm, $J£$:5 240nnu MS 1 . Oml/min, & 
7th=h'J^:#RU >ft*(l->1000)=45:55, * 7 AiSjg 

30°C) 
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7G*a*r* (%) c 20 h 20 f 3 no 5 s 

ftWm (%) C, 54.17; H, 4.55; N, 3.16 

mmm (%) c, 53.94; h, 4. 51 ; n, 3.13 

400MHz 1 H-NMR(d 6 - DMS0)tf : 2. 66( 1H, s, SOMe), 3. 05(1H, dd, J=5 . 5, 1 
4Hz,CH2CHS),10(lH,dd,J=10,14Hz,CH2CHS), 3. 85-3.93(4H,m,CH 2 CH 
S,0Me), 4.57(2H, d,J=6Hz, CH 2 N),7. 10(lH,d, J=8.5Hz, ArH),7.37 
(lH,dd,J=2.4,8.5Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 
Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,CONH),13.10(lH ) 
br s,C00H) 

mmiz Lrfrm[sxmt>ntz3-[4-t h^^>-3-[N-(4-h y^-t 

u * 3- ))/)]*> fr/i* J )iy i-;i/]-2- (pC f;i/7;i/7 -r - 
)v) ru yW.^> ^;nxf;i/ (®fis^^©^> 
ft) 480mg Sl7c^ti^>^;Hbt5 ( :h(:J;f) ffltfifeil 
3-[4-y h **>-3-[N-(4- h U 7 )]/* D t< > V )l )]ts JW^ >f 

;i/7iz;i/]-2- f ;vx^7 4 7n«>| (flSffiteft) 
270mg *»fc 0 
Kjft 127~128°C 

nftMmW&frtif C 20 H 21 F 3 N0 5 S(M+l):H-^jii:444.1093, Mfe 
fit :444. 1090 

400MHz 1 H-NMR(d 6 - DMS0)d : 2.68( 1H, s, SOMe ), 3. 02( 1H, dd, J=10, 13 . 
8Hz,CH 2 CHS),(lH, dd, J=4, 13.8Hz,CH 2 CHS),3.86-3.91(4H,in,CH 2 CHS, 
OMe), 4.57(2H, d, J=6Hz,CH 2 N),7. ll(lH,d, J=8.8Hz,ArH),7.38(lH, 
dd,J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 
rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.22(lH,br 
s,C00H) 

mmmfa* o T h 7*^ 7 4 -MSMH : 98%de (tJJglM* ; * v A 
Inertsil ODS-3, 0 4. 6x250mnu iJ^iS^ 240nm, «tfi l.Oml/min,^ 
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mm 7th-h 'J^:#RU >R2k(l-M000)=45:55. 
30°C) 

(ISJfcfll 9 ) 

3-[4-^ h **>-3-[n-(4- h ■; 7^to^f ^mv^;!/)]*;^^^ 




3-[4-p< h **>-3-[N-(4- h U 7;i/^-D^^;i/^>$;;i/)]*;uyt^ 
>r )i7 x-;w]-2-(^ f;i/f^-)7D f;nx7^ i.50g 

©m-fb^ U > 30ml ^^(3 7X^T> mCPBA 800mg £flD;U 30 frmM 
7PTh7*57^-(>>»J j3?)l,M4t* ? U > : * * S -)l = \00 : 

i -so : i ) x*mm, m&mmt it 3-u-,* h *>>-3-[n-(4- h y 

7 ^ -;u)7*d tr^->^^ ^;i/x7^;n.22g^ff fcoff *>*ifc 3-[4- 

^ h =^>-3-[N-(4- MJ7j^DyfjK>^jl/)]*jl/;\ ,; E^l/7i 

-;i/]-2-(p< ^;i/7>;i/7 ^-ji-)7Dtt>l^ii/ixf^ i.02g 

©ffi^fb^ ^ U > 20ml ^[^tC*^Tx mCPBA 550mg g^T* 7 

[N-(4- h ij7;i/^D^ 3- V )\/ * 4 ;i/7 p< 
f-;u7;u*x;u) 7*d t:;fr>SM f ;i/X7r;i/ 750mg£f# feo 
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HjA 144~145°C 

SfH##ffiIi (%) C 21 H 22 F 3 N0 6 S 

tf-JHI (%) C, 53.27; H, 4.68; N, 2.96 

nmm (%) c, 53.12; h, 4.48; n, 3.00 

3-[4-^ h **>-3-[N-(4- h »J y o * ^;i/^>v;i/)]A;i/;^ 
^ ;i/7 x - ;i/]-2- ( ^ 3^!/* f-frx. 7 r- 

;u 300mg £ * $ J - )l 6ml (C?§frL, 1 mol/1 frmihi- h [ ) ^AtR 

mm o.7mi sip^t, 5o°ct- 1 mmummwbtzo a- tr, 

jJifjU-ril/'eijfeilbf:, 2 mol/1 £&7jc$S$T* pH 1 ~ 

158~159°C 

Ttmftmm (%) c 20 h 20 f 3 no 6 s 

ffMltf (%) C, 52.29; H, 4.39; N, 3.05 

mmm (%) c, 52. 11; h, 4.20; n, 3.05 

(umm 1 ) 
urn 

10%®*j£JElfil?ii Ham's F-12 T U fc CH0*fflJ®lC s PS 

GAL4 © DNA Jg£fR#fc h h§l PPARa&t>*r© U #> h* 
{Biochemistry, 1993,32, 5598) ©IH£ * W< * * £ 
It5S§#:77^ * K , GAL4 t «fc D rStt'fb g tl 2> ft # )l )l is y x 
7- -fe* U#-*-:77*S K(Promega *t)&tf rtSB&ip i: UT © £ 
^O^r;^7i7-f77^; K (Promega *£)fc 1) # 7 x * h 
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£Ji&JJib£*J!&JElfilffi£ 10X£fc Ham's F-12 *fe T- Hi §S! b T l> 
2 4B#H&£;u$'7x5--lffiH£fciltl£l>fco * at- ^ b fe o 



PPARa 



EC so ( /zmol/1) 



3 2. 1 

7 1.2 

(88) -HETE 1 . 3 
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ttt h PPARttttlSfc bTx PPAR tfH^tSl & JfiL ft «<D 
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t m ^ o> *s is 

i . -«a ( i ) 



0 




(1) 



[iS^ Rii*;i/#*$/S* *;i/^^*>^^;i/aix ch 2 chxcoy (ci 

T-Xtt^l/jj7MXtt S(0)nMe (n=0,l Xtt 2)£> Y ii T X 

% (d mm ±& m $ ti m&wiz % ©7j<in m<> 

3 . 4-^ b *v-3-[N-(4- h 'J 7;i/;T f- > v ;i/ ) ] * ;w\* ^ 
4. 5-[2-#;i/A^ << ^;uf-^-)x^;u]-2-^ h^^>-N-(4- 

**>-N-(4- h U 7J^DyfM>yil/)A>X7 h*T*&3f|;fcJI 
1 IE®<zMb£tJo 
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*>-N-(4- h »; 7^D^)K>yikh>X7; K T- & £> If ;£ JI 1 

7 . 5-[2-#;i/^ ;i/-2-(^;i/* r h )^^;u]-2-^ h =^r i>-N-(4- 

h U 7il/t0^jH>^;i/)^>X7 5 1 12 ® CD -f b 

8 . 3-[4-^ h * *>-3-[N-(4- h'J7;i/tn^fM>j;;V)]*Jl/ 
;^^i/7ixjb]-2- 7*n e# >^t-& 6f|;fciM 1 

9 . 3-[4-p< b * *>-3-[N-(4- h 'J 7 )V * u * ^ > ^ ;u ) ] £ ;i/ 
If $3 1 IBm^Mbi^o 

1 0 . 3-[4-^ h =^>-3-[N-(4- h 'j7;^D^fM>y;H]* 
1 1 . -IfcaS ( 1 ) 



0 




(1) 



[iS*. Rii*;i/^^^>s, A;i/t^^>^f jH, ch 2 chxcoy ( zz 

T*X\±* 7* S(0)nMe (n=0,l Xli 2)£, Yii7 ^ 7 IS 
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